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DETAILED ACTION 

Receipt and entry of the amendment dated 10/6/2006 is acknowledged. After entry of the 
amendment, claims 1-14, 18, 19 and 21-38 are pending and under examination. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1, 2, and 9 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. These rejections are maintained for reasons made of 
record in the previous Office Actions and for reasons set forth below. 

Claim 1 recites, in the last two lines, a rAAV-producing cell that "overexpresses AAV 
Rep 52 and Rep 40 proteins." It is unclear what the point of reference is for the overexpression 
of the Rep 52/40 proteins: overexpressed compared to what? For example, is the overexpression 
compared to Rep 52/40 expression mediated by the wild type AAV promoter, or to expression 
mediated by a constitutive, heterologous promoter such as a CMV promoter? Furthermore, cells 
not infected with AAV do not express Rep 52/40 proteins, thus, any cell that expresses Rep 
52/40, at any detectable level, might be considered to "overexpress" Rep 52/40 with respect to an 
uninfected cell line. It cannot be determined from the claims which, if any, if the above 
situations would constitute infringement of the claimed subject mater. For this reason, the metes 
and bounds of the subject mater are unclear. This rejection affects all dependent claims. 
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Claim 9 recites a rAd "derived from" simian Ad SV-20. It cannot be determined how 
close to the original or wild-type SV-20 the derivative rAd must be in order to infringe the 
claimed subject matter. Therefore, the metes and bounds of the claimed subject matter are 
unclear. 

Response to Arguments 

Applicant's arguments filed 10/6/2006 have been fully considered but they are not 

persuasive. Regarding claim 1, applicants essentially assert that: 1) one of skill in the art would 

understand that the term "overexpress" means relative to expression driven by the native pi 9 

promoter; 2) the Examples in the specification describe "overexpression" relative to that driven 

by the pi 9 promoter. Neither of these arguments is convincing because limitations found in the 

specification, such as using the term "overexpress" to be relative to the pi 9 promoter, are not to 

be read into the claims. See MPEP §21 1 1.01 (II), which states: 

"Though understanding the claim language may be aided by explanations contained in 
the written description, it is important not to import into a claim limitations that are not 
part of the claim. For example, a particular embodiment appearing in the written 
description may not be read into a claim when the claim language is broader than the 
embodiment." 

In this situation, the limitation "overexpresses AAV Rep 52 and Rep 40 proteins" is broader than 
the example(s) in the specification relied upon by applicants. The remainder of the specification 
provides no further guidance on the interpretation of "overexspression", which may be 
interpreted several ways (see above). Thus, the claimed subject matter is unclear. 

Regarding claim 9, applicants essentially assert that: 1) the term "derived from" 
indicates the claimed adenovirus vectors were constructed using simian adenovirus SV-20; and, 
2) methods to modify adenoviruses in order to construct adenoviral vectors are well known in the 
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art. Regarding 1), it remains unclear how close to the original SV-20 the claimed derivative(s) 
might be. For example, how much of the SV-20 genome could be deleted, or replaced with 
foreign sequences, and the rAd still be considered "derived" from SV-20? Regarding 2), 
methods to modify wild-type adenoviruses are indeed well-known in the art, but this issue was 
not in contention and this argument appears more suited as a response to a U.S.C. 1 12 lstf 
enablement rejection. One of skill in the art could indeed modify wild-type adenoviruses using 
established methods. However, what is unclear is the extent of such modification required to 
read on the claimed subject matter. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 3-14, 21-29, and 31-38 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for methods of producing rAAV or rAAV-producing cells 
by transfection or transformation of cells with nucleic acids encoding the desired proteins, does 
not reasonably provide enablement for such methods by "providing" AAV helper functions (as 
recited in claim 3) or introducing proteins into a cell (claim 10). The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make or use the invention commensurate in scope with these claims. This 
rejection is maintained for reasons made of record in the previous Office Action and for 
reasons set forth below. 
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Response to Arguments 
Applicant's arguments filed 10/6/2006 have been fully considered but they are not 
persuasive. Applicants essentially assert that: 1) AAV helper functions were well known in the 
art at the time of filing; 2) numerous references detailing how to use helper functions to generate 
AAV-generating cells are found in the specification, as are exemplified embodiments of the 
instant methods- 
Regarding 1), this is not in dispute, hence the scope of enablement rejection. Regarding 
1) and 2), all of the references, and the instant specification, teach providing nucleic acids, not 
proteins, to cells in order to generate AAV-producing cells. Delivering such nucleic acids is 
within the scope embraced by the instant claims, and is considered enabled. Furthermore, a 
reading of the references only serves to bolster the scope of enablement rejection because it 
underscores that methods of delivering proteins into cells in order to generate AAV-producing 
cells (or delivery of proteins in general) were unknown in the art at the time of filing, and 
therefore would require undue experimentation in order to establish such methods. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-3, 10-13, 18, 21, 23, 24, 30, 32 and 33 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Natsoulis et al (U.S. Patent 6,027,931, 2000). 
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Claims 1-2, 10-13, 18, 21, 23, 24, 30, 32 and 33 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Xiao et al (J. Virol., 1998). 

These rejections are maintained for reasons made of record in the previous Office 
Actions and for reasons set forth below. 

Response to Arguments 

Applicant's arguments filed 10/6/2006 have been fully considered but they are not 
persuasive. Because the arguments relating to Natsoulis et al and Xiao et al are essentially the 
same, they are addressed together. Applicants essentially assert that: 1) the AAV-producing cell 
of claim 1 has been amended to recite that the expression level of Rep 78/68 has not been 
genetically down-regulated, a limitation not taught by Natsoulis et al nor Xiao et al; and, 2) claim 
3 requires that the expression cassette by introduced subsequently to cells already comprising an 
AAV genome and rep-cap proteins. 

Regarding 1), the cells of claim 1 require expression of Rep 78/68 proteins "at about the 

level of expression of the proteins when under control of the AAV p5 promoter." As such, the 

claims embrace a wide range of expression levels of these proteins (explained in the previous 

Office Action dated 4/4/2006). The limitation that these expression levels are not achieved by 

genetic down-regulation is a product-by-process limitation. Such claims are not limited by the 

process steps, but rather by the product implied by the steps. See MPEP §2113: 

"If the product in the product-by-process claim is the same as or obvious from a product 
of the prior art, the claim is unpatentable even though the prior product was made by a 
different process." 
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In this case, the prior art cells still express levels of Rep 78/68 considered to be "about" the 
levels expressed by the p5 promoter for reasons made of record, and thus anticipate the instant 
claims. 

Regarding 2), it was explained in the Office Action dated 7/29/2005 (page 6, first full 1J) 
that Natsoulis et al taught the addition of Rep/Cap expression constructs (which express Rep 
52/40) sequentially to cells comprising an AAV vector, which also comprises rep-cap coding 
sequences. 

Thus it is considered that Natsoulis et al and Xiao et al anticipate the instant claims. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 22, 26, 28, 29, 31, 35, 37, and 38 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Natsoulis et al (6,027,931) as applied to claims 1-3, 10-13, 18, 21, 23, 24, 30, 
32 and 33 above, and further in view of Hardy (U.S. Patent 6,429,001, 2002). 

Claims 25 and 34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Natsoulis et al (6,027,931) as applied to claims 1-3, 10-13, 18, 21, 23, 24, 30, 32 and 33 above, 
and further in view of Murphy (U.S. Patent 6,635,476, 2003, effective filing date of 
10/15/1999). 

Claims 27-29 and 36-38 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Natsoulis et al and Hardy as applied to claims 1-3, 10-13, 18, 21-24, 26, 28-33, 35, 37, and 38 
above, and further in view of Potash et al (U.S. Patent 5,91 1,998, 1999). 

These rejections are maintained for reasons made of record in the previous Office 
Actions and for reasons set forth below. 

Response to Arguments 

Applicant's arguments filed 10/6/2006 have been fully considered but they are not 
persuasive. Because the arguments relating to the above 35 USC §103 rejections are essentially 
the same, they are addressed together. Applicants essentially assert that Natsoulis et al does not 
teach all the instant claim limitations, and the other documents cited above do not remedy the 
deficiency of Natsoulis et al. This is not persuasive because for reasons set forth above, 
Natsoulis et al is still considered anticipatory for claims 1-3, 10-13, 18, 21, 23, 24, 30, 32 and 33. 
Therefore, it is considered the above claims are rendered obvious as set forth above and as set 
forth in the previous Office Actions. 
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Conclusion 

Claim 19 is allowed. The prior art of record does not teach or suggest the use of SV-20 
to infect (and complement) rAAV-producing cells. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael D. Burkhart whose telephone number is (571) 272-2915. 
The examiner can normally be reached on M-F 8AM-5PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on (571) 272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Michael D. Burkhart 



Examiner 
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